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IN THE UNITED STATES PATENT AND 1 ADEMARK OFFICE 



In re Application of 

.KEITH CHADWICK MURDOCK and 
^FREDERICK EMIL DURR 

Serial No. 63,285 
Filed August 2, 1979 


OfcC 


1,4-BIS(SUBSTITUTED-AMINO)-5,8- 
—DIHYDROXY-ANTHRAQUINONES AND • 

LEUCO BASES THEREOF 


Hon. Commissioner of Patents 
and Trademarks 
Washington, D. C. 20231 


Art Unit 125 

Examiner J. D. Goldberg 


RECEIVED 


°ECl 0j 


croup no 

AFFIDAVIT UNDER RULE 132 


STATE OF NEW YORK ) 

) ss. 

COUNTY OF ROCKLAND) 

ROSLYN E. WALLACE, residing at 27 North Pearl Street, Pearl River 
New York 10965, being duly sworn, deposes '-nd says; 


THAT she is a trained Biologist, La- .ng received he Bachelor 
of Arts degree in Biology-Chemistry from Brenau College, Cainsville, 
Georgia in 1944; 


THAT she has been employed since 1950 by the Lederle Laboratories 
Division, American Cyanamid Company, Pearl River, New York as a 
Biologist; 


THAT she has read and is familiar with the above-identified 
application for United States Letters Patent and the Office Action 
thereto, mailed September 9, 1980; 

THAT she tested samples of the compounds listed in Tables I-IV 
according to the following procedures, in her laboratory at the aforesaid 
Lederle Laboratories Division, Pearl River, New York; 

Lymphocytic leukemia P388 test 

The animals used are CD^ mice all of one sex, weighing a 
minimum of 18 g. and all within a 3 gram w ^g t rangt . There are 5 or 6 
animals per test group. The tumor transplar.c is by intrape. itoneal 
injection of 0.1 ml. of dilute ascitic fluid containing 10° cells of 
lymphocytic leukemia P388. The test compounds are administered intra- 
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perltoneally on days one, 5 and 9 (relative to tumor Inoculation) at 
various doses. The animals are weighed and survivors are recorded on a 
regular basis for 30 days. The median survival time and the ratio of 
survival time for treated (T)/control (C) animals are calculated. The 
positive control compound is 5-fluorouracil given as an injection at the 
indicated dose. The results of this test appear in Table I. The 
criterion for efficacy is T/C x 100 125%. 


V 




ST-52 11/79 







27,962 



ST-S2 11/79 


run once at that dose level. 
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Lymphocytic leukemia P388 test 

The procedure used Is the same as for the previo sly described 
test for lymphocytic leukemia P388 except that the test compounds are 
administered orally at various doses rather than xntraperitoneally. The 
results of this test with typical compounds f the present invention appear 
in Table II. The criterion for efficacy is T/C x 100 > 125%. 
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Melanotic Melanoma B16 

The animals used are BD^ mice, all of the san 2 sex, weighing 
a minimum of 17 g. and all within a 3 g. weight range. There are normally 
10 animals per test group. A one-gram portion >f melanotic melanoma B16 
tumor is homogenized in 10 ml. of cold balanceo salt solution and a 0.5 ml. 
aliquot of the homogenate is implanted intraperitoneally into each of the 
test mice. The test compounds are administered intraperitoneally on days 
one, five and nine or one through nine (relative to tumor inoculation) at 
various doses. The animals are weighed and survivors are recorded on a 
regular basis for 60 days. The median survival time and che ratio of sur¬ 
vival time for treated (T)/control (C) animals are calculated. The. positiv 
control compound is 5-fluorouracil given as a 20 or 60 mg./kg. injection. 
The results of this test, appear in Table III. The criterion for efficacy 
is T/C x 100 > 125%. 
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Ridgway Osteogenic Sarcoma 

The animals used are AKD 2 F^/J mice, all of the same sex, weighing 
a minimum of 17 g. and all within a three—gram weight range. There are 
normally 8 animals per test group. The tumor is administe :ed subcutaneous! 
by trocar as five 2 mm. fragments per mouse. The test compounds are admin¬ 
istered intraperitoneally every 4 days for a tota.. of 6 inc culations 
beginning on day 15 (relative to tumor inoculation) at various doses. The 
animals are weighed and survivors are recorded on a regular basis for 90 
days. The regression of tumors is recorded in all test animals. Table IV 
gives the result of this test in terms of the percentage of animals showing 
tumor regression. 
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THAT the foregoing results show the efficacy of the named com- 






